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<^ (54) Title: PEPTIDE CONJUGATE 
g (54)»||fl!)««i: K:^^ KS^ft 

^ (57) Abstract; It is intended to provide a platelet substitute which would not undergo aggr^ation together witii inactive platelets in 
Q a blood vessel and thus never induces unnecessary thrombosis or coagulation in the blood vessel. More specifically, it is found out 
— ^ that a conjugate having a dodecapeptide contained in the GPIIb/ma recognition site of fibrinogen bonded thereto has a characteristic 
^ preferable as a platelet substitute. i.e.. specifically binding exclusively to activated GPIIb/nia. 
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T*fc§^ GP I b^GP I I b/I I I &:f3:if(Dmm^l^^^. <^hp<omL 

:^ir^zt\^i.^xsk^m(Oj^^!^t vxm< ^tjbm^^ti. GP i i 

5 b/ri I si^^-r^mn. GPi ib/i 1 1 & f^^-fv /-^i^Rx:^/x 

?i V WH^<^^g2f^ffl < mM^M ^^-r^ ^tK^o Xsk/hmoi^mm 

10 t^^btixif^^o Mi^m\z\t. /hjBSft: (y^y-ii.) ^^jfa-?-^ ltgp i bSr 

b^ig-a-^^vti^ m^:scm30m). (y^Ky-A) ^#^^^^u-cg 

PI I b/i I I a^^^^-^fci^ mf)^^htix^^^o 

t.tc. jimomn. mm&M^'f-^ imm(o^^i-:6mxh^i^. gpi big. 
15 tj^GP 1 1 b/i 1 1 &<om:^^^i-?>6L/bmi^wmt^bfixTif^?>. Miif^mz 

sk/bm±(DGP 1 I b/I I I a SrS#ft;^Wc^tc^^7:e^/WAT/V7^t: K 

T'S^^b^-frfci^ (#fF:fi:^4#fii) }55^^ttTv^6o 

20 k^c^y} MM(ommt:mm'r^m'h^iotix^^ s :LtihiiJk/mj^mmt^fj: 

-r:i^>05-e#§o mK.tfikym±(D GP l l b/l l l air^gSf^^^^^-rc: 
leiRGDSaM (Ar g-Gl y-As p) ^^f 5^:/^ K (BH^m2) ^ 

PI I b/I I I afgli^^tJl'^^tbS K7*:*^y^K (Hi s -H i s-Le 
u-Gl y — Gl y— Al a-Lys—Gl n— A 1 a — G 1 y — A s p — V 
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mwxui) ^mi^wm^, -2 8 7, osy-i- 

6 (#1^5:^.2) #|B¥9-2 0 8 5 9 9-§-. XeB#fl^^6. 1 7 7, 0 5 
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15 ^mom^ 

20 JfiL/J^:K^-i3V^Ttt. GP I I b/l I I a {i]1^4^^t?«7^fi^tt-efc tJ , i^^iltC 

"^kmoymmtmu^fhxy^^^o x^t^x^t^t^h. s^^bj^/h^. h^\t^t.um^ 
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P I I h/I I I aiS*JS&^)l^^-efeSJfe/h*gic^bT^. ^<omm\k^J:GF 

I I b/I I I at:lf\'VXJk4^mtW^'r^i^m^^i~^:iti!)mh-^^tfj:^ 

fiS)o '7^-:fV y^-'ifXDGF I I b/I I I aP;i^$jS^Ji:-^^tt5 

j^jiofc}ii§^> y^zfV y-^XDGP I I b/I I I apl|fe^{4^^:'^*i^§ Kt" 
HfcGP I I b/I I I a to;^<l#m6tf-i^'a'-rS. jfiL/h;Kf^#%^UXifef^L 

1. 

25 r(#J^^) - CCy^-:^-) -Cy s-Hi s -H i s-Leu-Gly-Gl 
y-A 1 a - L y s - G 1 n-A 1 a - G 1 y— A s p— Va 1 -COOH3 „J> 
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r(#J^^) - C(:^-<-f— ) - {V:^:^-) -Cy s -H i s -H i s -L e 
u — Gl y-Gl y— Al a— Ly s~Gl n-Al a— Gl y — A s p — V 

& I -cooW J vh^^^i^c 

6. K-^^;assHi£^^;^:L. t o OH COOH^. NH^S 

8. yv;;{7,-d^ i^:^t}ju:^i^m. T $ if;^-^ W 5 K^b'a'#l^ tf 

25 /V3}?>'g|-efc 5ffr^ 1 ~ 9 (DisiM^—\cuMi(DW^i^o 

11. y!;-<-f— :$S7Kya::5^ix>'iJ^y =i~/K y 

5. • , • 
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12. mmi-^ii (DmM^-^mm<Dm'ki^^^t^]k/mi^mL 

13.. mm 1-^1 i(o^M>-^^m(om^m^^^sk/m^(Dmm:^^o 

14. 1 - 1 1 (o^M^-Kmm(om^i^(omT^:tmo 

1 5 . iif3^ 1 - 1 1 <Di^fii)>~\^mm<oW'^i^^^tf^mm:^\^nmo 

5 16. jk^mmmm^mommm. ±m^^' m^mj^^m. sk/mmmmmk 

^nxttf&^j-efcsitr^i 5o^mmx}fim^o 

19. iif3g 1 ~ 1 1 (DmM^-i,z.^m<om-^i^^^t^mMM^'^o 

15 fi^(Dm.M^^^o 

@2 : K^J^^l/^K^-a-^Ti^tJ^^^l^-X (H12-LB) (^3 7-^^^^--cp 

iEI 5 : /Ma#:-oCO H12 m7<-&tJk/bm^^^t:^-to 
1216 : Jk/h^<^='7-y>'^^->c0^*pp&*^^^i-o 
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HmSL'f) - C(y -C.y s-Hi s-Hi s-Leu-Gl y-G l 

y-Al a-Ly s— Gl n-Al a-Gl y-As p-Va 1 -COOH] ^J. 

6 r(«-^) - C(;^^-f— ) - (V^^:^-) -Cy s-Hi s-Hi s-Le 
u-Gly — Gly— Al a-Lys— Gl n— A la— Gly-Asp-V 
a 1 -COOH] J T?fe-5o n\tmi:-Vh?>. Kx:«?-<>^^ K-Cfc5 Th 

i s -H i s-Leu-Gl y-Gl y-Al a-Lys— Gl n— A 1 a — 
G 1 y-As p-Va 1 J y ^ •:fV / -^:^(DGP I I b/I I I a^^lfU 

^(D^^^m^ ^ o x^^^mxh 9 m^m^ ^ ti^ t>(??-^fi;^^v^ (The 

Peptides Analysis, Synthesis, and Biology Vol. 2, pp. 1-284, 

Academic Press(l980))o ^^(Di^ /l^:^^^iyjUm±T X / MV a l^^Xh^o 

mi^s ^-fe/K m&nM^i^. ^^^^^ti: ^7!)mhtix:3^^ . M^w^mi^^ym 
7Kfp?fe> m^mmm. wmm^. j-jv^^xm. 

^1? (yjj^y-A) *^pj<D*jfe^jjg.u^^i^^jT*^ffi^tLfc2)^ 
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I? «9 > #iB 2001-151800 .•^^n(D:^^m^^K k 5 ^ >'m^i^(Dmmm^ 

nT*5 V) (#M5p 5-317079, HI 6-56883, III 6-245789, 8-116985 ^^-^Wd ^ - 
5 H ^ 0:*r^-C^jt^J 1 -5 r HSA Sr#;fco 

T:as^^L'V\ ^^b<f4J^50nm~J^ 500nni. <}; «9 0^ b < lOOnm-- 

^400nm-efc5o 

tv^o rti.b«^*^;a5c2-io T'fcs bv\ 

'mL^^^^^'k^fy^^ Y'f'^^-:^^ KO:^^gc«. %^m.X-h^z. h is^m-^^ 
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m^m4ic^'rx^\^4^mi^ (v^y-j>.) ^-i^^^-^^, kx;^-^^/^- 

hi)^ \:'^/mi¥^m^ir^mMmt^mmm^xm'^^'tx 
20 ik\^^xm-ttiit. :^^m(Dm^i^^^ ^mmz.m^m^ti^:^mmxm^\.. m 

m^nm-r^m^i-t^mmthx. mm mK.it. y'v^mm). ~mm m 
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I I b/ I I I a tmiSimM^^^ 1.^6-^^ t iLt^4'T7|c?S^4?fejfiL/htK 

0 0 1-1 0 0 OmgUm^^^-r^Zta^X^^, t(D^-^Mttm<Omk 

p^i^^^^tiwMci^mat. sk^fH (mmf^ 'Mm -^(Dm.nmMm. 

20 ^MXh^^ 

mmm 

25 

mmm i h*7':^-<^^ k c^^^t hi2 tm-to (mmm i )3 ^-a-^x ^ ^ if- 
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mm^i:hjkmrjv:/^:y (OTrHSA ife-f-) ^:^(50mg/inL, 1.5mL)iCi^^ 

2hr)„ iS'5^il(13000g, 5min, 4^ 3tiines) Ji: J: oT LB ^«fc^$-&, *SI#rHSA 
^-bft^ bT|^*#^ phosphate-buffered saline (^TPBS ^15"^", 500fiL)iC 

HSA^^LB^^^^ C;^^T(HSA)LB i:IB-t-j ( 4. OxlOWticles/itiL, 500 juL) 

SPDP 3,2-t:''y e?/^i;?^:;^-:7"ntf;e-^-h) 

5min, 4'C, 3times)JJ:J;oT^Si^:SPDP-^iiJ^^#^^5feLT. pyridyl 
10 disulfide(£^TPDa:|Bt-)^'g'(HSA)LB CJs^TPD-(HSA)LB ir iB't-] ^#ySS:„ ;i 
OPD-(HSA)LB(4.0xlOVrticles/;iL. 500;aL) Cys-H12 Cys ;dS-H-^JB ^ 

tltcHU) (lOmM, 8/zL)^ig-^b. 5 ^*fc(20*C, 12hr)„ ^>b^m(U000g, 
5min. 4'C. 3times) {c:ioT±»Sr^*^, H12-LB (2. OxlOWticles/ML, ImL) 
^#fCo LB ^©(D H12 ^-a-Sf* thiol-disulfide ^^Rft^X^^^^fl^ 
15 2-thiopyridone (^^iT2TP) <^ 343nm 0®^ltX;&*e>^^Ufc(HPLC, TSK-GEL 
G3000SWXL column, 7. Smm o. d. x SOOnun h, ImL/min, PBS)^ 

^ife^3j2 H12 (m^mi) W'^yhmi^ (sxTm2-?m^hmi^t^'r) 

H12-PEG-Glu2C18 (DMM t LT .PEG-Glu2C18 ^-^J^ LfCo ^^1-^$^ 5 >m (2. 96g, 
20 20iimiol). p-h/^:i^>';^yV'2j^:/^— TK^i^ (4. 56g, 24iiimol) ^^^'-^i^ 150mUC 
^^^i^r. Dean-Stark ^g^^>t,v^T105'Ct?;i^xkSr^*L?^^;as^>, 1 B#r^5t 
m^'itfZo l^y-r^^jVT^Vzi—jv (ll,9rag, 44mmol) ^;&D;t. \^^X,X^M^^ 

ISOml \zmn^^. Y V ^J>>^m7mm 150ml T 2 ISOml X 

25 2(llSfe^LfCo ^5^^^2J^/^i^^^|Hl^|J^U h ^ l^-i^ 5g -ej|ji;^c#, ^i^^^ 

U 4t:T'^^^, ?tjg^^;^bTe-fe|&7|cGlu2C18(13.3g, ]tZ^85%) (^1# 
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r Glu2C18 (50. 08mg, 76. Sjumol) t MeO-PEG-COOH (a-:^/V:l^^i^/^^<o-;^ 
h^^y:^]) ^'^l^^^'V^—M (Mw=5150) (200mg, .38. 4jtiniol)^tJ? HOBT (1- 
fc Kndr->w<i/i/f yxy'— /V) (5.2mg. 38.4Mmol) Sri?:^' d d ^ 5ml cfJ 
5 IZl^M^'^ft^^ DCC {N,N'-''^iy^ti^^i^jU:fy/V:^i^y( 5 K) (9. 58mg, 46. 4 ai 

/vji^x/v 250ml \z.mru^^^^^mi\^vfco ^iisLm^^:^-^i^\^^m^^ 

r^^^it^*3;i;^(JV^, e^;^5^PEG-Glu2C18 (204mg,IiX^83%) (n=115) (^1 
mm) ^#fCo ^K-^tO-^J^W^^I-o 

10 

(^1) 

O MeO-PEO-COOH 

o 

GIU2CI8 95% PEB-Gb2C1S 83V 

— H12-PEG-G1U2C18 ^&.r<D ^ 5 {^llWI^ X^fCo ^^/^^ 5ml 

4'IJ:G1u2C18 (115. Img, 176;imol) ^ TEA ( h P J^^/V-T 5 >-) (24.6ai1, 176 
15 iumol) ^MK.±m^. MAL-PEG-NHS ( a-^ ^ i^jV-a^-u- 1 Kn ^ 
% -JfV-^ i;rn^Wt/y=t (Mw=3400) (300mg, 58. 8 n mol) ^ 

^?g.Tl2^^^t#^^^:fCo ^^S:^^^i^^^/V3i-x/V250mUi:?^Tb. 

MAL-PEG-G1U2C18 (264. 8mg, ItK^64%) (^2#^) ^^llfe:. ^ MAL-PEG-Glu2C18 
20 (n=71) (lOOmg, 25. 37 n mol) b Cys-H12 (32. 8mg, 25. 37 m mol) ^ DMF5ml 
^?a7?12NFMd£#^*fc„ i^ai^/l.rc-r-/w 250ml iCj^TU. 

^^^[HilZb^o 7jc 250ml ^JP;^^^^5>^^*^. ^^^i!i^{J:T^^^^5fe 
U ^II'fel&5^H12-PEG-Glu2C18 (62. 8mg, l|Jl^47.%) (5»:2#^) -e#:fco ^ 
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2 K^o^^m^^^-f-o 

(^2) 

MAL-PEO-HHS O O H«-C>s-sH H'B-ClWj? O O 

W H li . DMF ^ A ii 

«a 128® HtfWiEG-eil2C» Wt WtPHJ-GliflaS 4rx 

11.71 

5 OV^-e±|B^M^ tl/fc PEG-G1U2C18 ^.TJ^ H12-PEG-Glu2C18 ^'^V^/J^J!S§:(D^® 
{e:H12 ^^A^^fdo DPPC (lOOmg. 136/xmol)S.tJ^ =i W;^7=-n— /^(52.7mg, 136 
M mol) l;:^ Ur PEG-G1U2C18 S.tJ«/Xfi H12-PEG-Glu2C18 ^^M<DitVMx.fz. 

^ijax.i2mmmwhti<oibm^mm (Extruder) ^m\f^xMMiL^^-r^y'^ 

{3000nm-^800nin->650nm-^450nm-*300nm-^220nm (x2) } (DllR#"e3i3i ^ "tfCo 
mi^Mm (33000rpm. 30:0) ^ 2 PBS Sml^lC^Wc^^^i^S^i^^ 

W(.Wb\^fCo PEG-Glu2C18^T:K/XfiH12-PEG-Glu2C18 (^'^*^{CoV^T. 
PEG-Glu2C18 (4. 74mg, 0. 817 m mol) (Oi^^^tf/bl^i^^ PEG-/Mia#:. 
15 H12-PEG-Glu2C18 (4. 34mg, 0. 817 /i mol) (D^^^t^/bS^^^m2-PEG /i^S^i^^ 
PEG-Glu2C18 (4. 74fflg, 0. 817 mol) • H12-PEG-Glu2C18 (14. 34-0. 43mg, 
2. 72-0. 0817 mol) ^^t^/bS^P^t: H12-PEG (PEG) /hJfa#: t bfc„ 

fj:^^ mM^titc y ymw^hs^^ (hi2-peg ^mi^ - 1. 8wt%) ^ pbs -t? 30 
37X^1^ 12 mmmt^^. m^'b' (33ooorpm, iw {^:T/^^^^^w^ 

20 -ii:, ^bl-^t^^i^Ufel^T^^'H-NMR^iy^LfCo DPPC. =iV->^xn-/K 

H12-PEG-G1U2C18 0^>'l'Jt:t^H12-PEG/MS#:^ 37°CT? 12 \^mMt 0 ^^XV^ 
Wtiili-^^ tz.:Lt f)^h H12-PEG-Glu2C18 P l^mV-^-^UWii'^ h \t,mM^-f. 



13 



wo 2004/069862 



PCT/JP2004/001293 



-(NEOIJ, B;2^>^'-yV^fc)^aii§$*s #jfiL/h:KlfiLil(PRP) ^^*P UTjfe/h^^i^ 
2. 0 X lOV L ^ 5 J: 5 i-l^^ bfc ( g fuk^ti-M^g K-4500, Sysmex, Kobe) „ 
5 jfiL/h*g^6J?'*-r/^ife?^5mLitJ}J:H12-LB (l.OxlOWticles/AiD^^^PL. # 

ig^ 150s-») . ^^m^fc 5 V>« CCD ^ 7 ^ii LTli^ Lfdo ^^^KlC^i" S 

[surface coverage (i^T SC fS-f)] M^^^lf^M 
(Argus-50. hc=i:^^;:^)JCj:oTi{JJtLyt„ 
10 iL/J>:^tC(^i?f^3te^Si C3,3'-dihexyloxacarbocyanine iodide(DiOC6)] 

*{J:ii:fcU 180#^-ef*3.1±0.4%-e,feofc m\ : control]o "^l/^. ^ 

t}«>>e> [3.o±o.6%> m\\®1. \s>(n>m^^^M.fy-W^^^<r>^^\i,±\:.fi:\i^^ 

15 ^ ^ tvfco LB ©ftl:? «9 JJ: H12-LB ^^JD ^ 5 > h^fhWMM 

LB m>tlP^J: t) ^jJfilii^tL. 180 ##T'Ji 5. 1±0. ^ . control J; 9 

1.7^tiiiig$tu/c cm :03o 
flfe:^>FITC -CLB ^^f^ Lfc: H12-LBS:t;«LB 60)|te^#i&Sr4i^ Ufc i r 5 ;h12-LB 

20 ofc:;65, SCfi4S^^(J:ii:^cbf:: [0 2 : A), jfiL/>:te^i^dS 0.2x10VmL <0 

i^H12-LBOS^--<DM-a'^{«S!l$tt [1112 : t)]. ^ b^- LB T'f^JSt A/^ 
^^X.flt^^fL [EI2 : □]» 

Ugib=^CD^*gSr SEM (Scanning Electron Microscope) %%\Az.}lZL 
5, 3 ir>'^^g±te:^-fjk/h*K:dS3rA*bfc#{cH12-LB^s^^b. ^h\z.%\\ 
25 OjfiL/hiKt-i:5H12-LB^^#ii^f£^*«^T'#;fe(0 3)o 

^^±J: 9 ^ =t 7— H12-LB 0}|?,&^«jfiL/h:^(^#^EJJ: ioT^ 
$^^{ii3te#U^'t4'fbUfcjk/h:feJile:Hi2-LB}&s^-a'b. 
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6 ?}c^'|4jfiL/jN:K(2.0X10V//L)fc*j-LT^LB. H12-LB, S.tJ? CGGRGDF-LB [RGD 
IB^IJ (Ar g-G 1 y-As p) ^^i-^^Z/f-^^^^^VfclB} ^I.OXIOV 

tiim^h, ^a:5(37'c,30min) u ^ti^ti<oj^m^^y^-f-^ hV— 

CGGRGDF-LB f* 2. 9+1. 3%X-hp (® 4 ) o :i(D:iti>^b. H12-LB CGGRGDF-LB 

10 J:D7lc^^4J^iL/^:KI^:P«L^^:<v^;l^^5^^|g-e#fc„ 

(600rpm,15min)^fTV\ #Jk/h^KiL|l(PRP) ^#fCo tt;^^:»-^MtCi^'l>:$^il 
15 (2500rpm, lOmin) VX. ^jfiL/h^^jfeit (PPP) ^#^Co PRP^ PPP ^Ji-a-bjk/h^ 
(isojul, [plt]=ioxioVm1) ^^i^Ufco ctL{e:/hm#::$>m?^iOAil 
^^pbfc^. ADP (Tx/ -^>'-5'--y v^) (300 mm) 10/zi ^^;&ou Jfil/h 

^ti\ci:^mMitp?p ^mm& 100%. sk/mm<}^ikm^w^&m>t vtzit 
m^(o Hi2-PEG(PEG) /bm^^^M vitm'B-<Dmmi^(Dmt:fm bfc„ 

H12-PEG-Glu2C18 €r 0. lmol%. 0. 2mol%. ^T>* 0. 3mol%•C*■^tf/J^jia#^V^•f tti;i*5 

V N-c ^> isL^-^mm^o^miimii^ ^ti^iiK^mi^-^<o H12 mA-MLT^^mn-r 5 s if ^ 

25 

Sk/i^U't DiOCe (CT^^^^ jk/jN*S^/i?]fiL?^ ( [jfiL'h:^]=5. 0 X lOV ju L) 5raL 
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t::H12-PEG(PEG)/Ma#:(1.5wt%, 200 /iL) ^»qL, (ST'C, lOmin). 

^^^S^'^*^ SC Argus-20 \^XM^ l^tCo ik4^W^<>MM ( [l{iL/h^]=5." 0 X loV 
H12-PEG/Ma#: (H12-PEG-Glu2C18 : 0. 3mol%) feSVNfi PEG/hJIS^*:^ 
5 ^^IPL. =i^-^>S*K±^^iEill$*fc^:r5. H12-PEG/Ma#:^;[jp^J*PEG-/h 

mi) H12-PEG(PEG)/>5a^ t nU-PEG /l^S^Wi(D^tETX(DSk/bmMM(OiS:m 



Samples SC of platelets (%) 
PEG/hSaii*: 9.6+0.9. 
H12-PEG/hflS^ 15.0+5.0 
H12~PEG(PEG)/J>flSf^ 1 7.3+1 .9 

10 

b KM./h^'i^W^ l^tcfc }5b SC Ufc i 6 ttSo * H12-PEG (PEG) /h 
Jla#:^c•oV^T. llI^#^-T^^±^iJSlti$"^yj:i:;i6. H12-PEG(PEG)/>IS#:^*P 
15 m^-oV^Tt>li^^CPEG/J^Jla#:m^^P^tJt|S^LTSC;^5iiAqUfc(^l)„ C;h.lJ: 

i «? . isL^mm^n±.<Dtc}bKA^j^wm:m-^?mm^^mx\.xh H12 (^is^^ 

20 H12-PEG-Glu2C18 0. lmol%6JlTT'f^^^'^(^Jk/J^^O SC ti^ PEG /jNjSS^: {5 

^bfCo rtbf^i. =i7-yvfc-Ct&mbUfciL/h;^-^<^H12-PEG(PEG)/>JiS#:Of.^ 

16 
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m^i>^ H12-PEG-Glu2C18 (D^mMK^tlXi^Mi Lfcfc^-r^h 6 t^^bfltio 

5 H12-PEG(PEG)/jNj|S#: .(8.2j[iM, 20/zL). -^Ititm^mmi^lnl^i^k m2-?EQ{?m) 
/Ma#: (0.082aM, 20juL) (30min, 37t:) Ufco j^V^T/^^/^A 

r;l^f\: K (3.7?^) 10m^n^y^—^-( f V -S^^V^"Ct^^ia Lfco 

H12-PEG(PEG)/M&#:^m;bP bfclfe/jN^KfilOV^T, ^ 2 J: 9 ^^(Dl^-g-fi^as PBS 
^PEG/hJia#:SrJfiL/h*gtc^JnL;^£^^^:bejJ'^;0^ofc:o -^fc. H12-PEG(PEG)/hJ3a 

H12-PEG(PEG)/hJiS#:J±IE^jfiL/h:K<b*S2f^ffl-^-f ^ S^4{t;b?'^V^^: ^ ^Sr?imbfc:o 
(^2) jfiL/h^K^© PAC-1(^S^-^ 

Samples PAC-1 bind ing(%) vesicle binding (%) 

PBS 3.8+0.9 - 

PEG/MSft ■ 3.4+0.3 1.3+0.7 

H12-PEG(PEGVI^flaiifr 3.7+0.4 1,4+0,6 

y^zfvy-^yoGP 1 1 b/i 1 1 amm^m^^^ti^-^^^^f:^^ 

mn^\^mmt^^tzGP 1 1 b/i 1 1 a 
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1. -m^ 

nW^^) - C(y ) -Cy s-H i s -H i s-L e u-G 1 y-G 1 

5 y-Al a-Lys-Gl n-Al a-G 1 y-As p-Va 1-COOH] 

fmn."?-) - C(;^-^-f— ) - OJ^:^—) -Cy s-Hi s-Hi s-Le 
u-Gly-Gl y-Al a-Lys-Gl n-Al a— Gl y-Asp— V 
al-COOH] „J -e&5^^#:o 

15 4 . 50nm iJiUiTfe S^*:^ 1-3 (D<^M^—\Z.m^<D^^ii!^^ 

5. lOjum£;Tr*fe5f»:^:®l~4cDMtLd^-{c|S«<?>^'^ 

6. y v:**-;^^ ;>t^$^:dSSH^a;S^S^U ^ p >T-5f?«>d5 oh COOH^. NH^^ 

2~10 1 ~ 7 {e:|S<fet^/^-^i^5^o 
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1 2 . 1 ~ 1 1 (^^tt:e>=^-(J:|B«(^^'^^^-^tf JfiL/jN^^'fW^Jo , 

13. m:*^i~i i<Dis!tii)^-},z.mm(om'^m^^^ik/humm(^Mm^^o 
17. ft^:^i~i i(DmM>-'Kmm(DW^i^^'^ts'mmmmi!^o 

1 9 . m-^^ 1 ~ 1 1 <7)<6rtb35^-t!:|B^Oi^'^#:^-^tf g^mj^i^o 

2 1. ikW^Ws lkWM^:S.O^JfiL#3Sc!)^gSxm-&^<^fcJ6<^ft^:®l 9Xfi2 

oia^o^^m^tio 
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<110> KEIO UNIVERSITY 

<110> Mitsubishi Pharma Corporation 
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<120> Peptide-conjugated material 

<130> GP04-1003 
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<151> 2003-02-06 

<150> JP P2004-017046 

<151> 2004-01-26 
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<160> 2 

<170> PatentIn version 3.1 

20 <210> 1 

<211> 12 

<212> PRT 

<213> Artificial 

25 <220> 

<223> Designed peptide based on GP Ilb/IIIa 
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<400> 1 

His His Leu Gly Gly Ala Lys Gin Ala Gly Asp Val 
1 5 10 

5 

<210> 2 
<211> 7 
<212> PRT 
<213> Artificial 

10 

<220> 

<223> Designed, peptide based on GP Ilb/IIIa 
<400> 1 

15 

Cys Gly Gly Arg Gly Asp Phe 
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